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1 wmm^^^titsiARm'^mmis^'&^h. AR7if-xh^fe«T> 
1 ^^zi-xhif^m^^-r. s;: 
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(84) ft^gl (ni.m): ARTPO (GH, GM, KE, LS, MW, ^i-T^Ki^Jl: 

MZ, SD, SL. SZ, TZ, UG, ZW), — ^ v T ^#1^ (AM, — glBSIj|%S#tf 
AZ, BY. KG. KZ, MD, RU. TJ, TM), 3 — D 

(AT. BE. CH, CY, DE. DK. ES. Fl. FR, GB. GR. IE. TT. ZX^::!— K&LKife05eSI§^::'^t^T S^^^fr* ;K€> 

LU. MC, NL. PT, SE), OAPI (BF, BJ. CF. CG, CT, ^PCTiS-^ZV KCO^SilcSKiF tlT l>-5 fn- K<tBSfS 

CM,GA.GN.GW.ML.MR.NE,SN.TD.TG). (D:tf-f ^ >X y — h J $#8^0 
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m m m 

5^xhX7^n> (DHT) (r^ife^n, h;^5^o>ttfctc^ttG) 

±) "p^v&m (.mm. m%) . iiJtt§§ (w^ta^. <^!«w> itw 

Engl J Med 334, 707-714, 1996). 
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d i: J; 0 » MiSi*^^ g s^fe^j^s &ig*p-r -5 c t H e» s n 

O^^a^^ (Ann Rheum Dis 55, 811-815. 1996) , 

<D7>)^V3^>^^W (Androgen Receptor, UTARt^^o) ^itV 
X%Wt S . A R « 1988 ^ \Z Chang Rt/J Lubahn ^\Z^K>^ ©itfi 
^;!&ti7D-n>i^$*l, XXhPy>» :/Dy;^7^P>, 

7-U-( KS^{*c:7r5 U-*J^l!t-rSJl<i:*«H^6.;&^H$nfc (Science 
240,324-326, 327-330, 1988) , IgJ^ttlCStfT > h* >«:^6<Jiia 

□ y >ll£>^it DNA (Androgen Response Element : ARE) 
^-r^. -?-LT, ^6*JJte^Ote^*tgHJ6$n, mRNACD^i^dtez: 

(Trend in Endocrinology and Metabolism 9, 317-324, 1998) . Z(D 
mmz^\^X. ARtCJ^'&L, ^*SU:y>HT*-55^Xh;^5^D>^t 

•XX'T".>PO;S#i'^ (testosterone enanthate, testosterone 
propionate) 17afi[(c:;>C^;pS^£#AL, ITefiCCDTjcSEaogf-fblC 
<!; S ^Siilb L ?Stt 2rK 86^5:^1 □ ^ (methyltestosterone, 

fluoxymesterone)7&^'fi'<;^>^^ffllie)tlTl'i-2>. C:ne>C07> Koy>7. 
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EnglJ Med 334, 707-714, 1996) . jfi^, Z.<D^^tj,7s7^n^ \i<on 

os'jf^ffl&HML, mmmmizMvx^Dmtfi^^^'Drznx^n'i k 
mmit^(D-:fnyxr-u>ii^m\z^D, mmTm-Tmi^o^^:^^^ 

TL, 14ttlt6^i4SJc*tM5iLTLS5c:i:*<mJg$nT#fc (Drugs 
Aging 5, 59-80, 1994). 

^Ljimzmm-r^ ammm^\z7mmii)m^i.x/\^ kd:^->>';u^5 
\i hU':>xfB^^^m'r^ t-dm^nxif^^. zLa)im.^t^7>-$fz! 

hi^m\Z^aiXX$>^t^X'btlX\^^^ (J Med Chem 31, 954- 
959,1988), yjV^S. Kti1ft^t??086TBgmMffl*5BJtgtnj:ofe#X5=- 

i^tlT^i^ (Clin Pharmacokinet 34, 405-417, 1998). TiStI 
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littoTViS (J Urol 57, 172-174, 1985; J Urol 155, 209-212, 1996). 

^^<Dia.Pi*^imffim 8 H z. tf>mmri^s ibi m<D^-^mpsm 

^mmftmi^m t l^Xm^T^ (J New Remedies & Clinics 48, 307- 
321, 1999). 

& (The 80 Annual Meeting of The Endocrine Society, P3-126, June 

24-27, New Orleans, Lomsiana, 1998)o dCDflk, I^X-xD-f 

^J&^Stf e>nTVi-2> (J Urol 153, 1070-1072, 1995). mz. ttl^LmiS 
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h^vSSfcli7^h7"7;P:*-OXh=*^vSS^b, XliCH. CH 
2. O, SS/S:liNR« C^f*', R«(i3^5lbTWIBR^<i:l^i;it**^ 
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-0-, -OCO-> -OSOj-, -S-, -sco-» 
-so-, -SO2-. -NR9-, -NR»CO-, -NR'SOj-. - 
NR^CONH-, -NR'CSNH-, -NR'COO-Sfcli-NRs 

COCO- (i^^'. R»«7Kmii^, mm^i'-doyjv^jvm. 

(OT> R»«^migti~90T;i'^;ws, ^^ic 1 - 9 (dt;u 

Ii:^->S, ADy>M^, -hDS, T'J-;i/», NR"R" (^ttJ, 
R"*5j;yCR"«^n^'n5iS:LTH3IBR*<hl^i;3t*S:^-r. ) , :<7 

3gc 1 - 4 <Dimmx)i^y w -;WS> ^^IS: 1 ~ 4 oiii»]gix;p;^c-;us, 
t;u^;w», /Nny'>M^, Bi^->'j;i/S> Sfc«R"Te^$tiTVi 

r. ) Sr^-r. fc^cL, Z7&^mj^^©«^l3©*RMi/\P^''>Jlg^S: 
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S» n--7'Ph!;i/S, -fVv^DtfJWS. n-':f'^)vm. -fy>^^;p^, 

t e r t s e c -:/5^;US, n-^>^;i'S, t e r t - 

h^->«, n-yPTj^^v-X, <V:/p:1?=^^>'», n-:/h^^^vS. -f 
V:/h^vS, t e r t h^>^S, s e c h^^^S^S, n-'^> 
^;i/:*-=^^v'S, t e r t - T ^)V:^^i^m, Z - :^'^}Vy h^i^m, ^ 
:t^>^M=¥zy&. n-^^'>;U5t-:^'>S, 3. 3->?^^;U:/h^ 



8 



t e r t -:/^;ux;i'*:-JUS*5J:z/s e c -r^^;u;;5.jU/ix-;us 
;ux ;U/f; - <^*«35 tf €> , 

h=^r>';*7;i';}^x;US, t e r t h^i^ti)\^^=.)Vmi^^Z^s e c - 
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h=^->:t^1fU;US> t e r t -:/h^'>:t=^r1fU;i'S, s e c 

sec -ZT^JVTS. HS, n-^>5^;WTS H»:feJ;tJtt e r t -T = 
< V:/-3^JP5^^S. t e r t -:f^}l=^:t&ii^ZSs e c-:f 

-f y7'nt!JUx;U7^x;i/S, n-:/f^jPXJU:7w x;i/S. 
7s)vy^ x;u», t e r t - Ji/:7 w xji.»*5 j^iyc s e c - 

;W7iNx;u», x^>;3^;i'7tNx;i.S, n -yotf;PXJl'iJxXjus, <yy 
otf;u7.;u*:x;i/S, n -:/5^;ux;i/*xji.g, <y":/^;ux;i/7jNx;u 
t e r t -:/5^;ux;i/4^x;us*3ci;i>^s e c -y^;ux;i/^x;i/S 
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'ry:^^;i'X;W7T^:'r;i'». t e r t -y5^;i^x;u:7T^'r;ws 

t -:^h^'>pt^;i/», s e c -":/h^>'^5^;u». t^ h^vx^^jus, 

xh^'>x^;PS, n-yD3}?^->x5^;uS. V^p4?^>'X5^jH&, 

S, t e r t -:/^;u>'p<5^;i'->'j;i'S. t e r t - >^^ji/>?:7ix;u 
V U ck h 'J 7 X X ;i/ V- U ;US}^cC <i: 36 tf ^ n ^ o 

(cfi (E) (z) ^*3j;D^^(Z)jm'&j^©ti-rnt)2^^Bjjw^^$n 
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[^its 1 ] 

" (a) (b) (c) 

SOR^ S02R**3cfcI>'NH2CDil^^|^<. ) 

^ (I) T'S^^ns^fTlB^ft^i^tt, ^ (a) , (b) i5j:t;c (c) 
^ (a) , (b) ^ctt/ (c) T^$n-5{l:^2^«miS©li^iLT 
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->7/7DPX:$'>> '\4^1^->> ^>1?>> h;PX>, 

cne.CDig^}§iKJ^caf*W^bii. SI£JSS«- 2 0-10 0*Cj&«JifS 
L < , KJt^mfSlit 5 5^"- 4 8 b li. 

[SSiS&2] 




(la) (lb) 



(SCf*^, TBDPSJiter t - >^^;i/v^:7 iX;i/-> u ;us=£^L. 

^^igofb^^j®^"^. (lb) •r^^nsib'&Wi, Sliiffiifc: 
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mt±h^)^A. Tmtitti^j^A. ymit/'^^j^A. mti-h^joA^ 

K> i§.^-^tz.\vyv\^m\t.. ^ (I a) -e^$ns{b^4^{w^LTi~ 

A, 1. 2-5^^nOX^>, '\^^rlJ->, 'O-lf^, h;i/X>. >?:j-4^ 




T*S= ) 



:^mM<Dit'^!^(D-o%. ^ (I c) T-^^n^fk^tiJi. ^ (I b) 
X'm'^tl^it'^i^L^ (d) (d' ) T'^$nS<b^#JS:, 



wo 01/27086 



14 



PCT/JPOO/07007 



id' ) -es^^n-sib^J^iiic: (ib) T^$n«>^b^#it3^UTi~ 
1 o^Sffl^i^o*w*tvi. ^sttsc (d) (d* ) -e^$n 

i7DDp^^7>, ^UU-^)VA. 1, 2 ->?i^DDX:$'>. 1, 1, 2, 




(le) (H) 



(iCtt". Bo ctit e r t -yK^->;^JW4^x;i'»2r^L, -eoffiOie 
:l^^m(Dit'^^<Do-^. ^ (1 f) -VTri-^tl^it-^mt.. ^ (I e) 

mtj:^i!)^M'bn^o mtiS: (I e) T?^$nS<k-&!^lC*fL 1 ~5 0 
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1. 2-i^^nuji^>. ^^•^>. ^>'\i>. h)lJL>. •:^yi-^-*)->. 

b < , KJt>mm « 3 0 2 4 rBi*ws b v^. 





•^-hS*fcti5^:t-1' Vv-y^hhS^^L, Zni-NHCO-. -NH 
SO2-, -NHCONH-^7t«-NHCSNH-<£^L, -tCDflU© 
fa^«MI2i:|p|i:T*So ) 

y^^m(oit'^^<D'^%. ^ (I g) -e^$ns{b^i^«, sc; (i f) 

T^^ns^b'&i^iiiC (e) ^^c« (d' ) T^$ns<t:^!^<&, J£S 

feet D^:/ n ^ ;^;f^ - ;uS7tc tf n?> . 

i-'jx-5^;i.7's>, eu >^>/c^:i:7^^^*^)^f e>ns. iC (e) ^fcta 

(d' ) T'^$tlS^t:^#J«^ (If) T^^n-Sfb-^^CMLTl- 
1 0^MVii>©7&W^b^.i. mS«^ (e)^fcli (d' ) T^$n 

^^□o^^>, iJ7DD;t;jUA, 1. 2->'i'Dnx^>. l, 1, 2. 
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x'Tjk-^ti^it^^iL^ (f) x^^n^it-^m^, mm^^T^Tzm^ 

5>, trUv'^, 7K9fl{b:^ h U '^7^, t e r t -:r U OAfctt* 

7&^^tf?>ti^. ^ (f) T-s^^nsft^i^n^ (I k) T-^^n^fb^ 
!^ic*rLTi~i o^«fflVi^o)7&w*bVi. (f) -cs^sn 

i7uupf^^>. ^nu-!i^}]^A. 1. 2 ->?^^pnXiS^>, i, i, 2, 
NfFb^« 5^-24 Btral^WS L Vi, 




HSR 




(Im) 
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mc-^&^o ) 

i^%^<Dit^^(0^%. (In) T^$ns{b^i^ti> dm) 

a:^^>. ^□D7^;i/A, 1. 2 ->»^ nnx:$^>, i. i. 2, 2- 

:7^>7^£i:;&^'iffSLVi. 2 0~ 1 0 0'C;&W£L<, KJB 

NfFp^ti 5 53— 2 4 P#IS7&5$f S b Vi. 




^^m(Dit^m<Dot>. (I p) T^^n^^b^^jti. ^ (i o) 
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m'^mstmmm.Tm. m'^itmmmm i^y-^y^yx, mmmmmmiz 

mm. ^m. mm.^mm. m^. aids^^) , num^. mmtc\^\t 

mm±^. mmtm, -^m. mmm. ^m&. m^^mm^^ 
m^m^'^^z.t.ifi'^^. mTjii. eiiTtc^-r^jfi^y 1 , 23, 25, 3 

9, 56, 60, 65, 66, 67 (Di'C^m^lbM^Z.t.ifi-Q^^^ 

{b^!^^fflVi^^t7&«T#, mTJil. JKAT(Cn^-rSI2fE^!l6, 7, 8. 9, 
13, 19, 20, 21, 29, 35, 40, 53, ^2<r>{C^m^^ 

:^mm<Dmmit. cm e> o a r mmmmizMLxjj: < mmT^ z-tH)^ 
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mx\t. tuf-^DVMs ti3fe«£, mm. mmm. kx^j. 

iJcw, "^^sn. 7.zfv-n. 'f)vm. Msm\. imn. '&Mms.Eii'^tb 
tf en*. 

^mitm. mmm. ^itm. w^mnu tofmm^mzn^-sn^ 

U >^#«:<D1 B^:feO©e:#gtUT*RfeO. 0 1~1 0 Omg/k 

fj:43, »H-NMRX^i^ ^h'y ^=^)Vi^'7y (TMS) S: 

l^g|5^2p<i:b, J NM-EX2 7 Omx^i^ h;Up^-^- (2 7 0MH 

Pr«:/ot!;u», bu«::^5^;us, Ph«>'x;i;i/S, Bn« 

[^Bfiflll] 2-^5^;i/-2- (8-~hD-3a. 4. 5. 9b 
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h^jy)V:tumWt5. 5m 1 i£T"feh-hU;i^7 Om nciS»L, th* 

^=^lJ-> : i^^X5^;U=l : 1) T»saL. )^ 

'H-NMR(CDCl3) dfit : 7.85(8, IH), 7.84(d, J = 8.9Hz, IH), 6.47(d, J 
= 8.9Hz, IH), 5.96(brs, IH), 5.78(brs, IH). 3.98(d, J = 9.9Hz, IH). 
3.64(d, J = 10.6Hz, IH), 3.55(d, J = 10.6Hz, IH), 3.54(d, J = 2.3Hz, 
IH), 2.87(ddt. J = 2.3, 8.2, 9.9Hz, IH), 2.48(dd, J = 9.9, 15.5Hz, IH). 
2.26(dd, J = 8.2, 15.5Hz, IH), l.ll(s, 3H), 0.96(s, 3H). 

^x^. mmm i tmmzvxmMm 2-34 \z^r\t^«^^m.^vfz. 
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m 1 



r2 ^ H Me lite 

W I 'H-NMR d : 









R" 


•H-NMR <S : 


2 


3-NO, 


H 


TBDPS 


(ODCl,) : 7.86(d, J = 2.6Hz, U^, 7.78 
<dd. J = 2.6, 8.9Hz. IH), 7.48.7.30(in. 
6H), 6.19(d, J = 8.9Hz, IH), 5.96(d, J = 
2.6Hz, IH), 5.92(8, IH), 6.77(br8, IH). 
3.97(d, J = 6.8Hz, IH), a.61(d, J = 
9.9Hz, IH), 3.55(d, J = 2.0Hz. IH). 
3.44(d, J = 9.9Hz, IH), 2.83(dt, J = 
10.2. 6.3Hz, IH), 2.47(dd. J = 10.2, 
13.6Hz, IH), 2.22(ddd, J = 2.6. 6.3. 
13.5Hz, IH), 1.14(8, 9H), l.ll(a, 3H). 
0.87(8. 3H). 


3 


3-CN 


H 


TBDPS 


(CDCls) : 7.70.7.60(m. 4H), 7.48- 
7.34(in, 6H), 7.11(d, J = 8.3Hz, IH). 
6J57(d, J = 8.3H2, IH). 5.86(br8, IH). 
6.75(hrB, IH). 3.93(d, J = 7.3Hz, IH), 
3.69(d, J = 9.9Hz. IH), 3.49(d. J = 
1.7Hz, IH), 3.41(d. J = 9.9Hz. IH). 
2.81(dt, J = 9.9. 7.3Hz, IH), 2.49(dd, J 
= 9.9, 15.8Hz, IH), 2.19(dd, J = 7.3. 
15.8Hz, IH), 1.12(8, 9H), 1.09(8, 3H). 
0.86(8, 3H). 


4 


3-NO, 


1-OH 


TBDPS 


(CDCla> : 7.64(d, J = 6.3Hz, 4H), 7.46- 
7.30(m, 7H), 6.62(d. J = 8.6Hz, IH), 
5.72-6.62(ni, 2H), 4.77(d, J = 8.9H2. 
IH), 3.53-3.40(m, 4H), 3.02-2.91(m, 
IH), 2.61.2.61(m, IH), 2.23-2.12(in, 
IH). 1.08(8, 9H), 1.06(8, 3H), 0.85(8. 
3H). 


6 


2-NO, 


1-OH 


TBDPS 


(CDCIa) : 7.73-7.55(m, 6H), 7,46-7.31 
(m, 7H), 5.95(br8, IH), 6.75- 5.73(m, 
IH), 5.69(br8, IH), 3.97(d, J = 7.6Hz, 
IH), 3.60(br8, IH), 3.56(d, J = 10.2Hz, 
IH), 8.46(d, J = 10.2Hz, IH), 2.87(q, J 
= 8.6Hz, IH). 2.52.2.43(m, IH), 2.25- 
2.16(m, IH), 1.09(8, 9H), 1.07(8, 3H), 
0.93(8. 3H). 
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6 


3-NOs 


H 


CHsOMe 


(CDCla) : 7.86(8. IH). 7.84(d. J=: 8.6Hz, 
IH). 6.45(d, J = 8.6H2, IH). 6.96(ddd. J 
= 1.7, 2.3. 5.6Hz. IH), 6.77(dd, J = 1.0, 
5.6H2, IH), 6.66(6. IH), 4.68(d. J = 
6.6Hz, IH). 4.63(d, J = 6.6H2. IH), 
3.99(d. J = 8.3Hz, IH), 3.62(d. J - 
2.0Hz, IH), 3.49(d, J = 2.OH2, IH), 
3.36(8. 3H). 3.35(d, J s 9.2Hz, IH), 
2.87(dt, J = 10.2, 8.8Hz, IH), 2.48(ddd, 
J = 2.3. 10.2. 16.5Hz, IH), 2.26(ddd, J 
= 1.7, 8.3, 16.6Hz, IH), 1.11(b. 3H). 
1.00(8, 3H). 


7 


4-NO, 


H 


H 


(C^DQ^ : 7.12(dd, J = 1.3. 8.3Hz. IH), 
7.00(t, J = 8.3Hz, IH), 6.74(dd, J = 1.3, 
8.3Hz. IH). 6.73(dd, J = 1.3. 4.3Hz. 
IH), 5.62(ddd. J= 1.7, 2.3, 4.3Hz, IH). 
5.13(8, 3H). 4.65(d, J = 7.3Hz, IH). 
3.69(d, J = 10.9Hz, IH). 3.64(d. J = 
10.9Hz, IH), 3.41(d, J = 2.3Hz. IH), 
2.96 (ddt, J = 2.3, 9.9, 7.3H2, IH), 
2.69(ddd, J = 2.3. 9.9. 16.8Hz. IH). 
2.22(ddd. J = 1.7, 7.3, 16.8Hz, IH), 
1.08(8, 3H). 0.97(8. 3H). 


8 


4-CN 


H 


H 


(CDCla) : 6.98(d. J » 4.6Hz, 2H), 6.75 
(t, J = 4.6Hz. IH), 6.20(bre. IH), 5.77 
(bxB, IH), 4.24(d, J = 8.3Hz, IH), 
3.66(8, 2H). 3.30(8, IH), 3.02(dq, J = 
2.3, 8.3Hz, IH), 2.65(dd, J = 8.3, 
16.6Hz, IH), 2.28(dd, J = 8.3. 15.5Hz. 
IH), 1.09(8. 3H). 0.97(8, 3H). 


9 


3-NOj 


H 


Me 


(CDCl^ : 7,86-7.82(m, 2H). 6.44(d, J = 
9.6Hz, IH), 6.96(ddd, J = 1.7, 3.0. 
5.9Hz, IH). 3.97(d, J = 8.3Hz. IH), 
3.49(d. J = 1.7Hz, IH). 3.38(8, 3H), 
3.35(d. J = 9.2Hz, IH), 3.18(d. J = 
9.2Hz. IH). 2.84(dt, J = 10.2, 8.8Hz. 
IH). 2.47(ddd, J = 2.3, 10.2, 16.8Hz, 
IH), 2,24(dd, J = 8.3. 16.8Hz. IH). 
1.09(8, 3H), 0.96(8, 3H). 


10 


3.CN 


H 


Me 


(CDCla) : 7.18-7.15(m, 2H), 6.47(d. J = 
8.9xlz, IH), 5.87(add, J = 1.7. 3.0. 
6.6Hz, IH), 5.75(dd, J = 1.3, 4.3Hz. 
IH), 5.44(8. IH). 3.92(d. J = 8.3Hz, 
IH), 3.42(d, J = 2.3Hz, IH), 3.36(8, 
3H), 3.32(d, J = 8.9Hz, IH), 3.17(d. J = 
8.9Hz. IH), 2.82(dt, J = 9.9, 8.3Hz, 
IH), 2.49(ddd, J = 2.3, 9.9, 15.8Hz. 
IH), 2.21(ddd, J = 1.3, 8.3, 16.8Hz, 
IH). 1.07(8. 3H). 0.98(8. 3H). 
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24 



11 


3-NOi 


H 


Et 


(CDCla) : 7.86(8, IH). 7.84(d, J = 9.9Hz, 
IH), 6.40(d, J = 9.9Hz, IH), 6.15(8, 
IH). 6.96-B.96(ni, IH), 5.77(8. IH), 
S.97(d. J = 7.9Hz. IH). 3.64. 3.440n, 
3.S8(d, J = 8.9. US). 3.23(d. J = 
8.9Hz, IH), 2.84(dt, J = 10.2, 7.9Hz, 
IH), 2.47(ddd. J = 2.3, 10.2, 16.8Hz, 
IH), 2.24(dd. J = 7.9. 15.8Hz, IH), 
1.26(t> J = 6.gHz. 3H), 1.10(6. 3H). 
0.94(8. 3H). 


12 


3-CN 


H 


Et 


(CDQ^ : 7.18-7.15(in, 2H), 6.43(d, J = 
8.9Hz. IH), 6.86(t, J = 2.6Hz, IH). 
5.76-6.72(m. 2H), 3.92(d, J = 7.6Hz. 
IH), 3.48((L J = 6.9Hz, 2H). 3.40(d, J - 
2.0Hz. IH), 3.35(d. J = 8.9Hz. IH). 
3.20(d. J = 8.9Hz. IH), 2.82(dt. J = 
10.2, 7.6Hz, IH), 2.50(ddd, J = 2.0, 
10.2, 15.8Hz. IH), 2.22(ddd, J = 1.0. 
7.6, 16.8Hz, IH), 1.24(t, J = 6.9Hz, 
3H). l.OSCs. 3H). 0.92(8, 3H). 


13 


3-NO, 


H 


Bn 


(CDCla) : 7.84(8, IH). 7.81(d. J = 8.9Hz. 
IH), 7.42.7.29(m, 5H). 6.23(d. J = 
8.9Hz, IH), 5.97(8, IH), 5.96(ddd, J = 
1.7, 2.3, 5.6Ha, IH). 5.75(d, J = 6.6Hz, 
IH), 4.62(8. 2H). 3.97(d, J = 8.2Hz, 
IH). 3.51(d, J = 2.SHZ, IH), 3.46(d. J = 
8.9Hz, IH), 3.32(d, J » 8.9Hz, IH), 
2.84(dt, J = 9.9, 8.2Hz. IH), 2.46(ddd, 
J = 2.3, 9.9, 16.8Hz, IH), 2.23(dd, J = 
8.2. 16.ffiiz, 110, 112(8, 3H), 0.96(8, 
3H). 


14 


3-CN 


H 


Bn 


(CDCla) : 7.41-7.27(m, 6H), 7.17(8. IH). 
7.13(d, J = 8.3Hz. IH), 6.28(d, J = 
8.3Hz. IH). 5.86(ddd, J = 1.3. 2.0, 
6.6Ha, IH), 5.74(d, J = 5.6Hz, IH), 
6.66(8, IH). 4.61(8, 2H). 3.92(d. J = 
8.3Hz. IH), S.62.3.49(m. 2H), 3.30(d, J 
= 8.9Hz. IH). 2.82(dt, J = 9.9. 8.3Hz, 
IH), 2.48(ddd, J = 2.0, 9.9, 15.5Hz, 
IH), 2.21(ddd, J = 1.3, 8.3, 15.6Hz, 
IH). 1.10(8. 3H). 0.94(8. 3H). 


16 


3.C00H 


H 


H 


(DMSO-de) : 11.97(b, IH), 7.47(8, IH), 
7.41(d. J = 8.3Hz. IH). 6.67(d. J = 
8.3Hz, IH), 5.91(brB, IH), 5.66(br8, 
IH), 4.93(brB, IH), 3.90(d. J = 78.3Hz. 
HO. 3.36'3.26(m, 3H), 2.77(dd, J = 8.3, 
17.5Hz. IH), 2.63-2.27(in, IH), 
2.18(dd. J = 8.3, 14.4Hz, IH), 0.94(8, 
3H), 0.88(8, 3H). 
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16 


3-SMe 


H 


H 


aCDCU) : 7.01(8, IH), 7.0O-6.95(m, IH). 
6.68(d. J = 8.8Hz, UQ. 6.92. 5.86(m, 
110. 6.76-5.72(m. IH), 3.96. 3.92(m. 
IH), 8.68(d, J = 11.0Hz. 2H). 3.49(d. J 
= 11.0Hz, IH), 3.35(d, J = 1.7Hz. IH), 
2.86(ddd, J = 2.3. 8.3. 18.0Hz. IH), 
2.65-2.52(in, IH), 2.40(8, 3H). 2.31- 
2.21(m, IH). 1.05(8, 3H). 1.00(8, 3H). 


17 


3-SOMe 


H 


H 


(CDClj) : 7.27.7.23(m, IHD, 7.16(dt, J = 
1.7, 8.3Hz, IH). 6.67(dd. J = 8.3, 
12.0Hz. IH). 5.90(br8. IH). 6.74(bTB, 
IH), 3.99(d, J = 7.9Hz, IH), 3.53(s. 
IH), 3.62(8. IH), 3.42(d. J = 4.QHz, 
IH). 2.92-2.81(m, IH), 2.67(8. 3H). 
2.60-2.49(m. IH). 2.29-2.20(m, IH), 
1.08(8, 3H). 0.95(8, 3H). 


18 


S-SOtMe 


H 


H 


(CDCl^ : 7.46.7.39(m, 2H), 6.66(d, J = 
8.6Hz, IH), 5.g2(br8. IH). 6.76(br8. 
IH). 3.99a)r8. IH). 3.57.3.47(ia. IH). 
2.98(8, 3H). 2.98-2.86(111. IH). 2.66- 
2.46(m, IH). 2.29-2.19(m. IH). 1.26(8, 
3H). 1.09(8. 3H). 



wo 01/27086 



PCT/JPOO/07007 



% 2 




»^ 


R' 


R" 


'H-NMRCCDOa) S : 


19 


NO, 


Me 


7.88-7.84(m, 2H), 6.54(d. J = 9.2Hz. IH). 5.99-5.97(m, 
IH), 5.78-6.76(m, IH), 4.84(bra, 4.02(d, J = 8.3Hz, 
IH), 3.63(d, J = 2.6Hz, IH). 3.23(8. 3H), 2.81-2. 76(m. 
IH), 2.51-2.42(01. IH). 2.22-2.16(m. ItQ. 1.27(s, SIQ. 
1.22(8. 3H). 


20 


CN 


Me 


7.21(8. IH), 7.19(d. J " 8. 6Hz. IH), 6.65(d. J - 8.6Hz. 
IH), 6.91-6.89(m, IH), 6.77-5.75(m, IH), 4.63(bre, IH). 
3.96(d. J = 8.3Hz. IH). 3.67(d. J = 2.2Hz. IH). 3.22(e, 
3H), 2.86-2.71(m, IH), 2.62-2.43(m. IIQ. 2.22-2.140n, 
IH). 1.25(8, 3H). 1.21(8. 3H). 


21 


NOi 


Bn 


7.88-7.82(m. 2ED. 7.41-7.27(m, 5H). 6.47(d. J = 8.9Hz, 
IH), 6.00(ddd. J = 1.7, 2.3, 6.5Hz. IH), 5.78(d, J = 
5.6Hz, IH). 4.9(Kb, IH). 4.61(d, J = H.2Hz, IH). 4.46(d, 
J = 11.2Hz, IH), 4.04(d, J = 8.2Hz. IH), 3.76(d, J = 
2.3Hz, IH), 2.8S(dt. J = 10.2, 8.2Hz. IH), 2.49(ddd. J = 
2.3. 10.2, 16.8Hz. IH). 2.23(ddd. J - 1.7, 8.2. 16.8Hz, 
IH). 1.40(B, 3H). 1.33(8, 3H). 


22 


CN 


Bn 


7.65.7.16(m, 7H), 6.49(d, J = 8.3Hz, IH). 5.91(ddd, J = 
1.7, 2.3, 5.6Hz, IH), 5.76(dd, J = 2.3, 6.6Hz, IH), 4.60(b, 
IH), 4.50(d, J = 11.2Hz, IH), 4.44(d, J = U.2Hz. IH). 
3.99(d, J = 8.3Hz, IH), 3.70(d, J = 2.3Hz. IH), 2.83(dt. J 
= 9.9, 8.3Hz, IH), 2.60(ddd, J = 2.3, 9.9, 14.2Hz, IH), 
2.20(ddd, J = 1.7. 8.3, 14.2Hz. IH). 1.39(s. 3H), 1.32(8, 
3H). 
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R'* 




Z 


R' 


»H.NMR(CDCla) «5 : 


23 


NO, 


Me 


Me 


OCX) 


Me 


(CDCla) : 7.88(8, IH), 7.86(d, J = 
9.2Hz. IH), 6.49(d. J = 9.2H2, 
IH), 5.69(d, J = 6.5Hz, IH). 
5.77(d, J = 5.6H2, IH). 4.12(d, J= 
11.2Hz. IH). 4.00(d, J = 8.3Hz. 
IH). 3.87(d. J = 11.2Hz. IH), 
3.60(d. J = 2.3Hz, IH), 2.89(dt, J 
= 9.9, 8.3H2, IH), 2.47(dd. J = 
9.9, 16.8Hz, IH), 2.27(dd, J = 8.8, 
16.8Hz, IH). 2.01(8, 3H), 1.09(8, 
3H). 1.08(8. 3H). 


24 


NOt 


H 


H 


NHCOO 


Bu' 


7.71-7.66(m, 2H), 6.35(d. J = 
9.6Hz, IH). 6.70-6.68(m, IH). 
5.56.6.64(m. IH), 3.79(d, J = 
7.3Hz, IH), 3.49-3.34(m, 2H), 
3.07-2.97(m, IH), 2.68-2.59(m. 
IH), 2.26-2.13(m, IH), 1.68(8, 
9H), 1.66-1.46(m, 2H). 


26 




Me 


Me 


NHCOO 


Bu' 


7.86-7.82(in, 2H), 6.68(d. J = 
8.6H2, IH), 5.96-5.94(m, IH), 
5.77-5.74(111, IH), 4.84(br8. IH), 
4.70(ni, IH), 3.98(d. J = 8.6Hz, 
IH), 3.46-3.34(m, 2H), 2.92- 
2.84(m, 2H), 2.64.2.44(m, IH), 
2.31.2.23(m, IH), 1.34(6. 9H), 
1.03(8, 3H). 0.99(8. 3H). 


26 


CN 


Me 


Me 


NHCOO 


Bu' 


7.19(6, IH). 7.17(d, J = 7.9H2, 
IH). 6.64(d, J = 7.9H2. IH). 6.88. 
5.86(m, IH). 5.76-5.74(m, IH). 
4.69(br8, IH), 3.98(d, J = 7.9Hz. 
IH). 3.42.3.88(m. IH). 3.27(br8. 
IH), 2.92-2.81(m, 2H). 2.55-2.45 
(m, IH), 2.30-2.21(m, IH). 1.36 
(8. 9H). l.OKa 3H). 0.99(8. 3H). 
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28 



27 


NO, 


H 


H 


S 


Me 


7.90(8, IH), 7.86(dd. J = 2.3. 
8.9Hz, IH), 6.64(d, J = 8.9Hz. 
IH), 6.90(br8. IH). 5.79<br8, IH), 
4.00(d. J » 8.6H«. IH). , d.66(dt, 
J = 3.8. 6.6Hz. IH). 2.86(ddd, J = 
8.3, 8.6, 17.0Hz, IH), 2.77-2.57 
Ooa, 2.68-2.39(m, IH). 2.28 
(dd, J = 8.6, 17.0Hz, IH). 2.17(8. 
3H). 1.91-1.81(m. 2H). 


28 


NO, 


Me 


Me 


S 


Ph 


7.87-7.81(m, 31^, 7.39.7.85(m, 
2H), 7.30-7.18(m, 2H), 6.42(d, J= 
8.9Hz, IH), 5.96(brB. IH). 
6.77(brs, iH), 4.48(bre, IH), 
3.99(d. J = 8.9Hz, IH). 3.63(br8, 
IH), 3.10(d, J = 12.5Hz, IH), 
3.03(d, J = 12.6Hz, IH). 3.01- 
2.91(m. IH), 2.52.2.40(m. IH), 
2.30-2.20(m, IH). 1.17(b, SH). 


29 


NO, 


Me 


Me 




CI 


7.88-7.84(m. 2H), 6.64(d, J = 
8.6Hz. IH), 6.97(br8. IH). 5.77 
(brs, IH), 4.43(br8, IH), 4.02 (d. J 
= 7.9Hz, IH), 3.64(d, J = 2.3Hz. 
IH), 3.56(d, J = II.OH2. IH). 
2.62(d, J = 11.0Hz. IH). 2.93(q, J 
= 8.8Hz, IH), 2.47(ddd. J = 2.8, 
10.0, 15.0Hz. IH), 2.26 (dd. J - 
6.6. 8.3Hz, IH), 1.18(8. 3H). 
1.14(8, 3H). 


30 


NO, 


Me 


Me 




Br 


7.88-7.85(m, 2H). 6.65(d. J = 
8.9Hz, IH), 6.97(br8, IH). 5.77 
(bre, IH), 4.33(br8, IH), 4.03(d, J 
= 7.6Hz, IH). 3.64(br6, IH), 3.62- 
3.43(m. 2H). 2.96(dd. J = 7.9, 
17.5Hz. IH), 2.52-2.43(m, IH), 
2.26(dd, J = 4.9, 14.6Hz, IH). 
1.21(8. 3H). 1.18(8, 3H). 
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m 4 



"Me Me 
>H*NMR(CDCl3> 0 : 



»# 


i 




>H*NMR(CDCl3> 6 : 


31 


0 


Me 


8.22(d, J = 2.6Hz. IH), 7.90(dd, J = 2.6. 9.2H2, IH). 
6.42(d. J = 9.2Hz. IH). 5.99(brs, IH). 5.13U. J = 7.3Hz. 
IH), 3.94-3.74(m. 2H). 3.60(d. J - 2.3Hz. IH). 3.39(8. 
3H), 3.36(d, J - 9.2Hz. IH). 3.16(d. J = g.2Hz. IH). 
2.16<q. J = 9.6Hz. IH). 1.96-1.87(jn, 2H). LllCs. 3H). 
0.96(s. 3H). 


32 


0 


Bn 


8.21(d, J = 2.3Hz, IH), 7.87(dd. J = 2.3. 8.9Hz, IH). 
7.43-7.30(111, 5H). 6.22(d. J = 8.9Hz. IH). 6.10(bz8. IH), 
5.11(d. J s 7.3Hz. IH). 4.53(b. 2H). 3.88(q. J = 7.9Hz. 
IH). 3.77(q, J = 6.9H2, IH). 3.61(d. J = 2.3Hz, IH). 
3.46(d, J = 8.9Hz, IH). 3.33(d. J = 8.9Hz. IH). 2.6l(q, J 
= 7.3Hz. IH). 1.95 1.86(m. 2H). I.MCb. 3H), 0.97(8. 3H). 


33 


1 


Me 


8.23(d. J = 2.6Hz. IH), 7.94(dd. J » 2.6. 8.9Hz. IH). 
6.43(d. J = 8.9Hz. IH). 6.89(brs. IH). 5.01(d. J = 5.6Hz. 
IH), 3.66-3.60(m. IH), 3.49-3.34(m. IH). 3.37(8, 3H), 
3.32(d, J = 8.9Hz, IH), 3.17(d, J = 8.9Hz. IH). 
2.27-2.24(m, IH). 1.84-1.49(m, 6H). 1.13(b. 3H). 0.9B(s. 
3H). 


34 


1 


Bn 


8.26-8.23(m. IH), 7.90(dd, J = 2.3, 8.9Hz, IH), 
7.45-7.31(m, 5H), 6.20(d. J = 8.9Hz, IH). S.OKd. J = 
5.3Hz, IH), 4.9(Kd. J = 5.3Hz. IH), 4.59(d. J = 11.9Hz. 
IH), 4.51(8. IH), 4.44(d. J = 11.9Hz. IH). 3.66-3.62(in. 
IH). 3.49-3.30(m, 2H), 3.29-3. 16(m, 2H). 2.28-2.05(m. 
IH). 1.80-1.34(m. 3H). 1.16(b. 3H). 0.98(8. 3H). 



-3a, 4, 5. 9 b-^^h^t I<D-3H-vi'P^>^ [c] 
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0ml *o'CTjn;tfe. o"ct? 1 NfPbI^l^^, mm^umTm^v 

>:mmx.^)\^=2 : 1) Ti^SIL, SSfb^^S. 6g^#fcc <KH4 

'H-NMRCCDCla) 6 : 7.19(s, IH), 7.17(d, J = 7.9Hz, IH). 6.50(d, J 
= 7.9Hz. IH), 5.87(brs, IH), 5.77(brs, IH), 3.93(d, J = 8.2Hz, IH), 
3.60(d, J = 10.6Hz, IH), 3.53(d, J = 10.6Hz, IH). 3.47(brs, IH), 
2.86(dt, J = 9.9, 8.2Hz, IH), 2.50(dd, J = 9.9. 15.8Hz, IH), 2.25(dd, J 
= 8.2, 15-8Hz, IH), 1.09(8, 3H), 0.96(s, 3H). 

mmm 3 5 tmm\zLxmmm 35-39 izm-rit-^m^mit 



% 5 




»^ 


R» 


>H-NMR 6 : 


36 


2-N02 


(CDCI3) : 7.37(d, J = 8.9Hz. IH). 6.45(d. J = 8.9H2. IH). 
5.68(brB. IH), 4.80(d. J = 8.9Hz. IH), 3.61(d. J = 10.9Hz. IH), 
3.49(d, J = 10.9Hz. IH), 3.30(br8, IH), 2.98(q. J = 8.SHz. IH). 
2.62-2.50<m. IH), 2.26(dd. J - 8.3. 15.2Hz. IH), 1.05(b, 3H). 

1.03(8, 3H). 


37 


3-N02 


(DMSO-de) : 10.12(8. IH), 7.45(8. IH). 7.32(8. IH), 6.45(s, 
IH). 5.99(brs. IH). 5.71(d. J = 5.3Hz. IH). 5.26(t. J = 4.6Hz. 
IH), 3.96^ J - 7.9Hz, IH), 3.44(8, IH). 3.44-3.28(m. 2H). 
2.81(q. J = 8.6Hz. IH). 2.60-2.45(m. IH). 2.39-2.19(in. IH). 
1.03(s. 3H). 0.89(8. 3H). 
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31 



^ 6 




^M9i 
»^ 


i 


(H-NMR(CDCla> 0 : 


38 


0 


8.22(d, J = 2.6Hz, IH), 7.80(dd, J = 2.3, 8.9Hz, IH), 6.45(d, J = 
8.9Hz, IH), 6.02(br8. IH). 6.13(d, J - 7.3Hz. IH), 3.90(q. J = 
8.3Hz, IH), 3.79(q, J = 7.3Hz, IH), 3.65(d, J = 10.3Hz. IH). 3.64(d. 
J = 2.3Hz, IH), 3.56(d, J = 10.3Hz. IH), 2.64(q, J = 9.6Hz, IH), 
2.17-1.90(m. 2H). 1.13(8, 3H), 0.97(8. 3H). 


39 


1 


8.23(d. J = 2.6Hz, IH), 7.93(dd, J = 2.6. 9.2Hz. IH). 6.43(d. J = 
9.2Hz. IID. 5.92(br8. IH). 6.02(d. J = 6.3Hz. IH), 3.67-3.43(m. 
3H). 2.30-2.26(m. 2H). 1.85-1.49(m. 5H). 1.15(s. 3H). 0.99(8. 3H). 



tSIJfi0iJ4 0] S^®f2- (8-vTy-3a. 4. 5. 9b-5^h5k 




USS^J 3 5 CD-fL^I^ 1 . 7 4 g€:tfU>?>2 Om U'JfjlPb, IStKP 

^H-NMR(CDCl3) 6 ft : 7.21(s, IH), 7.20(d, J = 8.3Hz, IH), 6.52(d, J 
= 8.3Hz, IH), 5.87(brs. IH), 5.77(brs, IH), 4.38(s, IH), 4.10(d. J = 
11.2Hz, IH), 3.95(d, J = 7.9Hz, IH), 3.86(d. J = 11.2Hz, IH). 3.43(brs, 
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32 



IH), 2.87(d, J = 7.6Hz, IH), 2.49(dd, J = 9.9, 15.2Hz, IH), 2.25(dd, J 
= 7.6, 15.2Hz, IH), 2.11(s, 3H), 1.07(s, 6H). 

« 7 



IwItJ IVItf 





Z 


R> 


^H NMR (CDCIa) d : 


41 


OCO 


Et 


7.88(8. IH). 7.86(d, J = 8.6Hz. IH). 6.49(d. J = 
8.6Hz. IH), 5.96(br8. IH), 5.78(br8. IH), 4.73(8, 
IH). 4.14(d. J = 11.2Hz, IH), 4.00(cl, J = 7.9Hz. 
IH), 3.87(d. J = 11.2Hz. IH). 3.49Cbr8, IH), 
Z.oSVq, J — 7.9nz. Iru, 2.53'2.47un. IH), 2.41vq, 
J = 7.6Hz. IH), 2.28(dd, J = 7.9, 14.2Hz, IH), 
1.18(t J = 7.6Hz. 3H). 1.09(8. 6H). 


42 


OCO 


Pr» 


7.88(8, IH). 7.87(d, J = 7.9Hz, IH). 6.48(d. J = 
7.9Hz, IH). 6.96(dd. J = 3.0. 4.3Hz. IH). 5.77(d. 
J = 4.3Hz. IH). 4.75(8, IH), 4.14(d. J = 11.2Hz, 
IH). 4.00(d, J = 8.3Hz, IH), 3.86(d. J = 11.2Hz, 
IH). 3.50(d, J = 1.7Hz. IH). 2.89(q. J = 8.3Hz, 
IH). 2.62(q. J = 6.9Hz. IH). 2.49(dd. J = 8.3. 
15.5Hz. IH). 2.28(dd, J - 8.3. 16.6Hz. IH). 
1.22(d. J = 6.9Hz. 3H). 1.21(d. J = 6.9Hz. 3H). 
1.09(s, 6H). 


43 


OCO 


Bu" 


7.88(8, IH). 7.86(d, J = 8.9Hz, IH), 6.49(d. J = 
8.9Hz. IH). 6.95(bra. IH). 5.78(br8. IH). 4.73(8. 
IH). 4.14(d, J = 11.6Hz. IH). 3.99(d. J = 9.6Hz. 
IH), 3.86(d, J = 11.2Hz, IH). 3.49(d. J = 2.3Hz. 
IH), 2.89(q, J = 9.6Hz. IH), 2.47(dd, J = 9.6. 
15.2Hz. IH), 2.37(t, J = 7.3Hz. IH). 2.27(dd. J = 
9.6. 15.2Hz, 2H), 1.69-1.60(m, 2H), 1.47-1.16(m. 
2H), 1.08(s, 6H). 0.92(t. J = 7.3Hz. 3H). 


44 


OCO 




7.88(s. IH), 7.86(d, J = 9.2Hz. IH), 6.49(d. J = 
9.2Hz, IH), 5.95(brs, IH), 6.77(br8, IH), 4.67(s, 
IH), 4.13(d, J = 11.6Hz, IH). 3.99(d. J = 8.6Hz, 
IH), 3.84(d, J = 11.6Hz, IH). 3.49(brs, IH). 
2.89(dt, J = 9.9, 8.6Hz. IH). 2.47(dd, J = 9.9. 
15.2Hz. IH), 2.27(dd, J = 8.6. 15.2Hz. IH), 
1.25(8. 9H). 1.09(8. 6H). 
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45 


OCO 


Ph 


8.02(d. J = 7.3Hz, 2H), 7.87(8, IH), 7.84(dd, J = 
2.6. 8.9Hz, IH). 7.62(t, J = 7.3Hz, 2H), 
7.59-7.46(m, 2H}, 6.43Gi, J = 8.9Hz. 1H>. 6.96<d. 
J = 2.0Hz. IH). 5.79(br8, IH). 4.75(b. IH). 
4.36(d. J = 11.2Hz. IH). 4.17(d. J = 11.2Hz. IH). 
4.0l(d. J = 8.3Hz, IH), 3.60(d. J = 2.3Hz, IH). 
2.95(q. J = 8.3Hz. IH). 2.5 Kdd. J = 8.3. 15.2Hz. 
IH), 2.31(dd. J = 8.3, 16.2Hz. IH). 1.20(b. 3H). 
1.18(s. 3H). 


46 


OCO 


4-F-Ph 


8.05(dd. J = 5.3. 8.6Hz. 2H). 7.87(s. IH). 7.84(d. 
J » 8.9Hz, IH). 7.16(t. J - 8.6Hz. 2H). 6.4S(d. J 
= 8.9Hz, IH), S.geCbrs. IH). 5.79(br8. IH). 
4.63(8. IH), 4.35(d. J = 11.2Hz. IH), 4.16(d. J = 
11.2Hz, IH). 4.00(d, J = 8.6Hz, IH). 3.58(d. J = 
2.0Hz. IH). 2.95(q. J - 8.6Hz. IH). 2.61(dd. J - 
8.6. 13.2Hz. IH). 2.32(dd, J - 8.6. 13.2Hz. IH). 
1.19(8. 3H). 1.18(8. 3H). 


47 


OSO2 


Et 


7.89(8, IH), 7.87(d, J = 7.6Hz. IH). 6.64(d. J = 
7.6Hz. IH). 5.97(ddd. J - 2.3. 3.0. 5.6Hz, IH). 
5.78(br8, IH), 4.56(8. IH), 4.18(d, J = 10.2Hz, 
IH), 4.07(d. J = 10.2Hz. IH). 4.02(d. J = 7.9Hz. 
IH). 3.56(d. J = 2.3Hz. IH). 3.18(q, J = 7.3Hz. 
IH). 2.91(dq. J = 2.3. 7.9Hz. IH), 2.49(ddd. J » 
2.3. 7.9. 13.9Hz. IH). 2.27(ddd. J = 3.0, 7.9. 
13.9Hz. IH). 1.44(t. J s 7.3Hz. 3H), 1.16(8. 3H). 
1.12(8. 3H}. 


48 


OSO2 


4-F-Ph 


7.93(dd. J = 5.0. 8.9Hz, 2H). 7.89-7.85(m. 2H), 
7.24(t. J = 8.9Hz. 2H), 6.49(d, J = 9.6Hz. IH). 
5.94(dt. J = 1.7. 2.6Hz. IH), 5.73(d. J = 2.6Hz. 
IH). 4.48(s. IH). 3.96(d. J = 8-3Hz. IH). 3.93(d. 
J = 9.9Hz. IH). 3.89(d. J = 9.9Hz, IH), 3.47(d. J 
= 2.0Hz, IH). 2.80(dt. J = 10.9. 8.3Hz. IH). 
2.39(ddd, J = 2.6. 8.3. 15.5Hz. IH). 2.17(ddd, J 
= 1.7. 10.9. 15.5Hz. IH). 1.07(s. 3H). 1.05(8. 
3H). 



[^mm4 9'\ 2-^^JU-2- (8-— hO-3a. 4. 5. 9b- 
5^ h^t Hn- 3H-'>i7D^>;S' [c] =^^yU>-4 — (M -zfu 
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mmm 2 5 (Dit^m 2 0 0 m g ^mstJL^)v 5 m 1 \zmM u , 4 nj^ 

i$ i^ffifX5^;i/: ;»t5'y-;P=2 : 1) Tmaab, mmit^«&i \ 2 3m 

'H-NMR(CDCl3) 6 m : 8.01(brs. IH). 7.81.7.77(m, 2H). 7.45(s, IH), 
6.90(d, J = 9.9Hz, IH), 6.38(brs, IH), 5.97-5.95(m, IH), 5.74-5.72(in, 
IH), 4.00(d, J = 8. 6H2, IH), 3.52(brs, IH), 3.47(dd, J = 7.3. 14.2Hz, 
IH), 2.47-2.37(m, IH), 2.27.2.22(m, IH), 1.24(s. 3H). 1.17(s, 3H). 
[^mM5 0] 2- (8-:zKn-3a. 4. 5. 9b-7^h^th'P 
- 3H->'i^P'^>:$^ [c] =¥/^)>-4 — r;i') -yafcrJUTS>© 



•H-NMRCCDCla) a ffi : 7.90-7.85(m, 2H), 6.54(d, J = 9.5Hz, IH), 
5.89-5.87(m. IH), 5.75-5. 73(m, IH), 3.98(d, J = 7.9Hz, IH), 3.68- 
3.53(m, IH), 3.26-3. 16(m, IH), 2.87-2.78(in, IH), 2.45-2.32(m, 2H), 
1.75-1.65(in, 2H). 
[HJIS^^JSl] N- [2- (8--hO-3a. 4. 5, 9b-T-h^ 
b h'P- 3H-'>^'P^>i5' [c] ^/U>-4-'r;U) -X5^JI/] - 




H 
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02N 




V:^^)Vii^}VL.T^\^2m\\zmmi^. iSTKg^^O. 6 2 m 1 ?£J!jpA:fe. 

•H-NMR(CDCl3) 6 fit : 7.90(s, IH), 7.86(d, J = 8.9Hz, IH), 6.57(d, J 
= 8.9Hz, IH), 5.92-5.89(m, IH), 5.79.5.74(m, IH), 5.29(brs, IH), 
3.95(d, J = 7.9Hz, IH), 3.63.3.44(m, 2H), 3.35-3.23(m, IH), 2.84- 
2.78(m, IH), 2.46-2.28(in, 2H), 2.01(s, 3H). 

eAT> ^mms l i:f5l^{::LTllSfi««J5 2~6 3{C^-r^t:-&t»$:S{jg 
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»^ 


Z 




'H-NMRCCDQs) S : 


52 


NHCO 


Me 


7.85(8, IH), 7.88(d, J = 9.9Hz, IH), 6.63(d, 
J= 9.9Hz, IH), 6.22(br8, IH), 5.82-6.80(m, 
IH), 6.78-5.75(m, IH). 5.10(br8, IH). 
3.96(d. J = 8.3Hz, IH), 3.62(dd. J = 7.9, 
14.2Hz, IH). 3.30(111, IH). 2.93-2.81(m, 
IH), 2.52- 2.42(m, IH), 2.31-2.28(in, IH), 
1.97(8, 3H), 1.06(8, 3H). l.OKs. 3H). 


63 


NHCO 


Pr* 


7.86(8, IH), 7.83(d, J = 9.9Hz. IH), 6.62(d, 
J = 9.9Hz. IH). 5.96-5.94Cm. IH), 6.78- 
5.76(m, IH), 6.66(bra, IH), 4.97(br8, IH). 
3.96(d, J = 8.8H2, IH), 3.69(dd, J = 8.3. 
14.5Hz. IH), 3.24(d. J = 2.0Hz, IH), 2.93- 
2.82(m, 3H), 2.54-2.44(m. IH). 2.88- 

n «TTN « « B Y M T ATTN. « #W ^ 

2.27(m, IH), 1.10(d, J = 8.3Hz, 3H). 1.05(8, 
J = 8.3Hz. 3H), 1.02(6, 3H), l.OKs. 3H). 


64 


NHCO 


CHsCHMes 


7.86(8, IH), 7.84(d, J = 9.6Hz, IH). 6.63(d, 
J = 9.6Hz, IH), 5-97-5.96(m, IH), 5.96- 
5.94(in, IH), 5.64(br8, IH), 4.97(br8, IH), 
3.96(d, J = 8.3Hz. IH). 3.69(dd. J = 8.3. 
14.2Hz. IH), 3.24(br8, IH). 2.89(dd, J = 
5.3, 14.5Hz, 2H), 2.53-2.44(m, IH). 2.38- 
2.30(in. IH). 1.12(8. 3H). 1.10(8, 3H), 
1.05(d, J = 7.9Hz, 3H), 1.04(8, J = 7.9Hz, 
3H). 


55 


NHCO 


Bu' 


7.85(8, IH), 7.83(d, J = 9.9Hz. IH), 6.65(d, 
J = 9.9Hz, IH). 6.10-6.06(ni, IH), 5.97- 
5.95(m. IH). 5.77.6.75(in, IH). 5.16(br8, 
IH), 3.95(d, J = 7.9Hz, IH), 3.65(dd, J = 
8.25, 14.5Hz, IH). 3.22(d, J = 2.31Hz, IH). 
2.96-2.82(m, 2H), 2.64.2.49(m, 2H), 2.36- 
2.28(m, 2H). 1.18(8. 8H). 1.07(8, 3H), 
1.02(8. 3H). 
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56 


NHCO 


Ph 


7.86.7.83(m. 2H), 7.75(d, J = aSHz, 2H), 
7.51-7.38(m, 3H), 7.12(br8, IH), 6.70(d, J = 
9.2Hz, IH), S.g8-6.96(m, IH), &.79-5.77(m, 
IH). 6.36(br8. IH). 3.94(d. J = 6.9Hz. JH). 
3.78(dd. J " 7.9, 14.2Hz. IH). 8.39(8. IH). 
3.20(dd. J = 6.6. 14.2Hz, IH). 2.51-2.43(in, 
IH). 2.34-2.26(m, IH). 1.16(b. 3H), 1.09(b, 
3H). 


57 


NHCO 




7.89-7.77(m, 41^, 7.65.7.67(in. 4H). 7.49- 
7.36(m. 8H). 6.68(d, J = 8.9Hz, IH). 6.42- 
6.38(m, IH), 6.97(brB, IH). 6.79(br8, IH), 
6.06(m. IH), 3.96(d, J = 7.6Hz. IH). 
3.87(dd, J = 8.3, 14.BHz, IH), 3.38(d, J = 
2.3Hz. IH). 3.19(dd, J = 6.6. 14.6Hz. IH). 
2.92-2.86(m. IH). 2.66-2.48(01, IH), 2.36- 
2.27(111. IH). 1.16(8. 3H). l.lKs. 3H). 


68 


NHCOCO 


OEt 


7.86(8, IH). 7.84(d, J = 6.9Hz, IH), 
7.83(brB, IH). 6.62(d, J = 6.9Hz, IH). 6.00- 
6.98(m, HQ. 6.97-5.96(in. IH). 4.64(br8. 
IH), 4.39(0, J - 7.3Hz, 21^. 3.g6(d. J = 
7.6Hz. IH). 3.60(dd, J = 7.9, 14.2Hz, IH), 
2.96-2.84(m, IH), 2.52-2.43(m, IH), 2.33- 
2.24(m, IH), 1.38(t. J = 7.3H^ 3H), 1.11 (a, 
3H), 1.08(8. 3H). 


69 


NHSOt 


Me 


7.74(8, IH), 7.70(d, J = 8.9Hz, IH). 6.45(d. 
J s 8.9Hz, IH). 6.68-5.67(111. IH), 6.68- 
6.66(m, IH), 4.76(t, J « 6.9Hz, IH), 
4.57(bre, IH). 3.88(d. J = 7.9Hz, IH), 
3.42(d, J = 1.7Hz. IH), 3.09(dd, J = 6.9, 
13.6Hz. IH), 2.96(dd, J = 7.3, 13.6Hz. IH), 
2.87(8, 3H), 2.86-2.75(m. IH), 2.41-2.36(in, 
IH). 2.22-2.13(m. IH). 1.00(8, 3H), 0.97(8, 
3H). 


60 


NHSO, 


Et 


7.84(8, IH), 7.80(d, J = 8.2Hz, IH), 6.64(d. 
J - 8.2Hz, IH), 6.62-6.52(m, IH), 6.96(bre, 
IH), 5.76(br8, IH), 6.20(brB, IH), 3.99- 
3.96(m, IH), 3.66(br8, IH), 3.61.2.87(m, 
6H), 2.53-2.49(m, IH), 2.28-2.18(in, IH), 
1.36(t, J = 7.3Hz, 3H), 1.06(8, 3H), 1.03(8, 
8H). 


61 


NHSOj 


4-F-Ph 


7.89-7.83(111. 4i^, 7.22-7.16(m, 2H). 6.67(d, 
J = 9.6Hz. IH), 6.97-6.96(m, IH). 5.76- 
5.73(in, IH). 4.88(t, J = 7.6Hz, IH), 
4.60(br6, IH), 3.96(d. J = 7.9Hz, IH), 
3.48(br8, IH), 3.00-2.83(iii, 2H), 2.44- 
2.34(m. IH), 2.23-2.14(m, IH), 1.06(6, 3H), 
1 1.03(8, 3H). 
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62 


NHSOs 


4-Cl-Ph 


7.87-7.80(m. 2H), 7.77(d. J = 8.6Hz, 2H), 
7.48(d. J = 8.6Hz. 2H), 6.66(d. J = 9.6Hz. 
IH), 6.97-5.96(in. IH). 5.76-5.73(m, IH), 
4.80(t. J = 7.3Hz. IH). 4.65(brs, IH), 3.95(d, 
J = 7.9Hz. IH). 3.47(d, J = 2.0Hz. IH). 3.01- 
2.28(m. 3H). 2.24-2.36(m, IH). 2.22-2.17(m. 
IH). 1.06(8, 3H). 1.03(8. 3H). 


63 


NHSOs 


4-AcNH-Fh 


7.84-7.80(m, 2H). 7.75(d. J = 8.6Hz, 2H), 
7.58(d, J = 8.6Hz, 2H), 6.52(d. J = 9.6Hz. 
IH), 6.93.5.91(m, IH), 6.73-6.71(m. IH). 
6.00(t. J = 7.3Hz, IH), 4.63 (s, IH), 3.91(d, J 
= 7.9Hz, IH), 3.43(8, IH), 2.88-2.80(iii, 2H). 
2.43-2.34(m. IH). 2.22-2. 13(m, IH), 2.05(8. 
3H). 1.03(8. 3H). 1.01(8. 3H). 



[*S£«?iJ6 4] 1 — ry:/ofcr;i/-3- [2-;*5^;U-2- (8-— h 
□ -3a. 4, 5, 9 b-7^h^ t HP- 3H-->^D^>iS' [c] 




H Me Me H " 



< y>'y>Sf'fyyotrjuo. o sm i StUda^c. ^MT3 0^^^*^i 

»H-NMR(CDCl3) 6 m : 7.84-7.80(m, 2H). 6.60(d, J = 9.23Hz, IH), 
5.96(brs. IH), 5.78(brs. IH), 5.20(brs, IH). 4.51-4.40(m, IH), 4.18- 
4.07(m, IH), 3.95(d, J = 7.3Hz, IH), 3.77(brs, IH), 3.56(dd, J = 7.9, 
14.5Hz, IH), 3.34(s. IH), 2.93-2.84(in, 2H), 2.53-2.43(m, IH), 2.32- 
2.23(m, IH), 1.12(s, 3H), 1.10(s, 3H). 1.02(d, J = 5.9Hz. 3H), 1.00(d, J 
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= 5.9Hz. 3H). 

mmm e 4 Lmmz Lxmmm 6 5-7 2 id^r^b^tisiajfi 

^ 9 



O2N 




mmm 
»^ 


Z 




iH-NMRCCDCla) 6 : 


66 


NHCONH 


3-Me-Ph 


7.83-7,79(m, 2H), 7.23-7.17(m, 3H), 
7.04-6.87(m, 2H). 6.57(d, J = 8.3Hz. IH), 
6.32(br8, IH), 5.98-5.96(m. IH), 5.80- 
6.78(m, IH), 5.02-5.0lGn, 2H). 3.95(d. J = 
7.6Hz. IH). 3.58(dd. J = 7.6. 14.2Hz, IH). 
3.37(d, J = 1.3Hz, IH), 3.00(dd. J = 6.6, 
14.5Hz, IH). 2.89-2.82(m. IH), 2.53-2.43 
(m, IH), 2.30-2.24(m, IH). 2.30(s. 3H), 
1.03(8. 3H;, l.Olvs. 3n). 


66 


NHCONH 


4-N02-Ph 


8.23(t. J * 2.0Hz. IH). 7.86-7.77(in, 2H), 
7.7 l(d. J = 2.3Hz. IH). 7.62(dd. J = 2.6. 
9.2Hz. IH). 7.48-7.37(m. 2H). 6.46(d. J = 
8.9Hz. IH), 6.94-5.92(m. IH). 5.81-5.79 
(m, IH), 5.73(t, J = 5.9Hz, IH). 4.86(brB. 
IH), 3.93(d, J = 6.9Hz, IH), 3.49-3.41(m, 
2H), 3.27(dd, J = 7.3. 14.8Hz. IH). 2.94- 
2.87(m. IH). 2.55-2.47(iii. IH), 2.37- 
2.28(m. IH). 1.12 (s. 3H). 1.06(s. 3H). 


67 


NHCSNH 


Me 


7.86(8. IH). 7.82(d, J = 9.6Hz, IH). 6.63(d, 
J = 9.6Hz, IH). 6.01-5.99(m, IH). 5.79- 
5.77(m. IH). 5.19(br8. IH). 4.30(dd. J = 
8.2. 14.2Hz, IH), 3.94(d. J = 8.6Hz. IH), 
3.33(d. J = 2.3Hz, IH), 3.22(dd, J = 4.6, 
14.5Hz. IH). 2.94(d, J = 5.3Hz. 3H). 
1.13(s. 3H). 1.07(8. 3H). 


68 


NHCSNH 


Et 


7.86(8. IH), 7.83(d, J = 9.6Hz, IH). 6.63(d. 
J = 9.6Hz. IH). 5.99(br8. IH). 5.89(br8. 
IH). 5.79-6.70(m, 2H), 5.21(brs, IH). 
4.34-4.26(m. IH). 3.94(d, J = 7.6Hz, IH), 
3.32(q, J = 7.3Hz. 2H), 3.24(dd, J = 5.0, 
14.5Hz, IH), 2.88-2.82(m, IH), 2.53-2.44 
(m, IH). 2.33-2.24(in. IH). 1.22(t. J = 
7.3Hz. 3H). 1.13(8. 3H). 1.06(8. 3H). 
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69 


NHCSNH 




7.83(8, IH). 7.82(d, J = 9.0H2, IH), 6.44(d, 
J = 9.0Hz, IH), 6.98-5.97(m, 3H), 5.25 
(bra. IH), 4.28'4.08(in, 2H). 3.93(d. J = 
835Hz. IH). 3.34(bro. IH). 3.23(dd. J = 
5.0, 14.5Hz. IH), 2.88-2.8l(in. IH). 2.62- 
2.42(m, IH). 2.33-2.27(in, IH), 1.19(d, J = 
6.6Hz. 3H). 1.17(d. J = 6.6Hz, 3H). 1.12(8. 
drv, l.UolB, oiSJ. 


70 


NHCSNH 




7.88-7.83(m, 2H). 6.64(d, J = 9.6Hz, IH), 
6.02-6.98(m, IH), 6.79-5.77(m. IH), 5.68- 
5.63(m. IH), 5.20(brs. IH). 4.26(dd, J = 
8.3. 14.2Hz. IH). 3.95(d. J = 9.6Hz, IH). 
3.65-3.64(m, IH). 3.32(d, J = 2.0Hz, IH). 
3.2 Kdd, J = 4.6, 14.2Hz, IH), 2.89-2.78 
(m. IH). 2.53-2.43(m, IH), 2.33-2.24(m, 
IH). 1.96-1.92(m. 2H), 1.76 1.68(iii, 2H), 
1.35*1. loUD, Dtl/. l.lZvs, orU, l.Uo^s, orU. 


71 


NHCSNH 


Ph 


7.86-7.82(m. 2H), 7.74(br8, IH), 7.48- 
7.43(m. 2H), 7.35(d. J = 7.6Hz, IH), 
7,17(d. J = 7.6Hz, 2H). 6.68(d. J = 8.6H2, 
IH), 6.17(br8, IH). 5.99Cbr8, IH), 5.78 
(brs, IH), 5.07(br8, IH). 4.29(dd. J = 8.6. 
14.5Hz. IH), 3.90(d. J = 7.3Hz, IH). 3.27 
(m, IH). 3.23(dd, J = 4.6. 9.9Hz. IH), 
2.84'2.80(m. IH), 2.50-2.42(ni. IH). 
2 Slfm IH) 1 03(s 3H) 0 9d<s 3H) 


72 


NHCSNH 


4-BrPh 


S.OKbrs, IH), 7.86-7.82(m, 2H), 7.54(d, J 
= 8.6Hz, 2H), 7.10(d. J = 8.6Hz, 2H). 
6.66(d, J = 9.6Hz. IH). 6.35-6.30(in, IH). 
6.00-5.98(in. IH). 5.79-5.77(m, IH). 
5.00(brs, IH). 4.25(dd, J = 7.9. 14.2Hz, 
IH). 3.50(d, J = 7.9Hz. IH). 3.32-3.24(m. 
2H). 2.84(q, J = 8.2Hz. IH), 2.28-2.41(m, 
IH), 2.32-2.23(in, IH). 1.04(s. 3H). 1.03(b. 
3H). 



[IISS0*J7 3, 7 4] 4- (2 -p^^>x;i/-7^:^;i/— x^;L') — 8 - 

znhP-Sa. 4, 5. 9 b--rh^fcHa-3H-->^D^>:$' 

[c] =^>"J> (I^M««J7 3) :te«tr/4- ( 2 - ^iJ' >x;w:7 ;p— 

X^;i/) — 8-— hP-3 a. 4, 5, 9 b -7^ h ^ b H D - 3 H- v 

^u^y^ [c] :^y'J> (SISIfi7 4) (DSit 




mmm2 lOit^mi O. 5mgSv'5^0Ppt47>5m 1 tCjS/BL, 

mm^msrfm^ U ;^c, J^SI^ & v u * y ^ a ^ a v k ^ ^ ^ - 

;U:pt^y-;P=9 : l) llJfify? 3«)<b^!^?£ 1 3. 8m 

7 3 : »H-NMR(CDCl3) 6 fit : 8.07-7.80(m, 2H), 6.53(dd, J = 
1.3. 8.9Hz, IH), 5.89(brs, IH), 5.74(brs, IH), 4.00(d, J = 9.6Hz, IH), 
3.66-3.56(m, IH), 2.99-2.80(m, 3H), 2.68(s, 3HX 20/33), 2.64(s, 3HX 
13/33). 

7 4 : 'H-NMR(CDCl3) (5 M : 7.91(s, 2H), 7.87(d, J = 8.6Hz, 
IH), 6.43(d, J = 8.6Hz, IH). 5.91(brs, IH), 5.76(brs, IH), 4.02(d, J = 
9.2Hz, IH), 3.80-3.71(m, IH), 3.29-3.10(m, 2H), 3.00(s. 3H), 2.88(ddd, 
J = 2.6, 8.5, 16.2Hz. IH), 2.53-2.43(m, IH), 2.30(dd, J = 8.5, 16.2Hz. 
IH), 2.17-2.09(m, 2H). 

[|IBSFi|7 5] 4- [2- (4 -:7;i/^D-^>-fe*>x;i':7^-;u) - 

1. 1' --:/^5^;U-X5^;U] -8-XhD-3a, 4, 5, Qh-y- 
h^t Ho- 3H-'>^P^>^ [c] J^y'J>©Sjt 
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O2N 




^ Me Me O2 



'H-NMRCCDClg) 6 fit : 7.88-7.83(m, 2H), 7.31-7.21(m, 2H), 6.80(d, 
J = 7.3Hz, IH), 6.73(dd, J = 3.3, 8.3Hz, IH), 6.59(dd, J = 3.6, 9.2Hz, 
IH), 6.42(brs, lHXl/2), 5.99-5.96(m, IH), 5.76(brs, IH), 5,49(brs, IH 
Xl/2), 5.49(brs, lHXl/2), 3.99(brs, IH), 3.89(d, J = 13.9Hz, lHXl/2), 
3.77(d, J = 14.2Hz, IHX 1/2), 3.63(d, J = 2.0Hz, IHX 1/2), 3.46(d. J = 
2.0Hz, IHX 1/2), 2.98-2.84(m, IH). 2.66(d, J = 14.2Hz. IHX 1/2), 
2.58(d, J = 13.9Hz, IHX 1/2), 2.56-2.44(m, IH), 2.30-2.15(m, IH), 
1.45(s, 3HX1/2), 1.40(s, 3HX1/2). 1.29(s, 6HX1/2). 

[^JS^jye] =^:tmms- [2-pc^;w— 2- (s-nhp-sa. 

4. 5, 9 b-T-h^b h*D- 3K->'^D^>^ [c] =^yU>— 4 



^MT2 05j-Fb1, 5 orTei^rB^s o^jtji^Lfe^, 7i(.^^zmm 

^^■^iy^A-x^^mL. mm^m&ym^Lrc. mmm^'^^Jti^ji^t}^ 




^ Me Me 
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10:1-9:1) -vmmV. Mlb'&i^ 8 4mg S:#^c. 

•H-NMR(CDCl3) 5 ffi : 7.87(s. IH), 7.86(d, J = 6.9Hz. IH), 6.57(d, J 
= 6.9Hz, IH), 5.99-5.94(m, IH), 5.79.5.75(m, IH), 4.47(brs. IH), 
3.97(d, J = 8.3Hz, IH), 3.44(d, J = 2.0Hz, IH), 3.24(d, J = 4.2Hz, IH), 
2.93-2.81(ni, IH), 2.84(d, J = 4.2Hz. IH), 2.53-2.40(m, IH), 2.34(s, 
3H). 2.34-2.23(m. IH), 1.10(s, 3H), 1.06(s, 3H). 
[l^i£^J7 7] 2-pC5";i/— 2- (8-^hn-3a, 4. 5. 9b- 

T^h^t: Hd- 3H-'>^o'^>i5' [c] 4^y'J>— 4— <;p) — 



il^JgM 15ml 2moin 7KSf{t:^- h U ':7A7KJg?^ 15ml 

h^yy^- imtammi ^^'^> :wmx.^)\^=4 i~^^ij->: 

mmJL^)\^^2 : l~^^ii-> : i^iEX5";i.= 1 : l) Ti|t®!L, 
fl:^#i 3 4 m g ^mzo #j1tM^e^Ttc^i^-r. 

'H-NMR(CDCl3) 5 fit : 7.88 (s, IH), 7.88-7.83 (m, IH), 6.52 (d, 
J=8.6Hz, IH), 5.96 (brs, IH), 5.78(brs, IH), 4.39 (brs, IH), 4.00 (brd. 




^ Me Me 
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J=8.9Hz, IH), 3.53 (d, J=1.7Hz. IH), 3.03-2.86 (m, 3H), 2.52-2.42 (m, 
IH), 2.29-2.20 (m, IH), 1.14 (s, 3H), 1.07 (s, 3H). 

^♦y hARiii:a-©SI3M : 11 jifi^OSIttSD ^-y h^jstmJSai^, 3 
BltzMSCJlS^MHl, JJ<i^L^cET^ifJS (lOmMTris,lmM 
EDTA,5mM DTT.lOmM ^ U y5^>i?:^ h U "^7 A, pH7.4) 4' JClMiK U 

5^:?--rXL;/S:. dOTjN^S^^-— lOO.OOOXg. 604J-, 4'CTjBjliL^ 

M^U^:m-'r7.hXy^a> (iy.T«H-T iV^-p) ^ ET JSaSrSTlt 
3g?PiS3L. v'h Kp5^;^ hX7^D> (DHT) tt»H-T (2.5nM) <DmM 

mmo 400 ^ga^ (mnmm i u u) t.ts.^^ o iciasi l^. ^h-t m 

l.Sml^o.— >^{CSpA, $ e)tI200//gARF^JPAT^*^^»^ 100 

— hLT*ig^©8H-TS®^i^5&bfc. 4*0, 2,500rpm, 5 ^^Fb1S'L> 
^J-8t^, -?-(D±m275Ml^?K<*^'>>^l/-V3 >AW T;HC«gO> i7 
UTy;U2ml^*nA}ti^. ^S<*'>>5^U-'>3 >;^3'^>^- 

5 0 %PMM^ ( I Cso) ^^ffiLjto 
Ig'&RaM (%) =100x [1- (a-c) y (b-c) ] 
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c : DHT^iniif>:^;U04S[l+Stt ("H-T+DHT : lf<HrSWiS^«) 
ffl^Wife^EI?^ (RBA:Relative Binding Affinity) itUT(D^^ 

D^J&fc (Endocrinology 138, 863-870, 1997) . 
RBA=100X (A< Hd:^->:7;P^= K^ICjo) / 

ICbo) 

±l5.fcO*«e>7t2p:%ig{k'&^<DRBASrSl 0 tC^T. 



^1 0 





RBA 


mmm i 


4751 




65 


11%^ 19 


67 


mmm 2 1 


74 


mmm 2 9 


75 


mmm s s 


236 


mmm 3 9 


829 


mmm 40 


96 


m&m 5 2 


478 


^560*1 5 3 


55 


mmm 5 9 


2288 


6 0 


814 


mmm & 1 


169 


mmm e 3 


580 


^liS^ 6 4 


298 


mmm es 


491 


mmm e 9 


244 


mmm 7 e 


131 




100 
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30mg/kg) o.5%?^^)v±)vu—xmmzmmL. i b i ihi i mmm 



^1 1 











liaisiia:^- 




lE^^ifS (sbam) 


100±11 


^RiM(Veh) 


8±2 


1 3ng/kg 


18±4** 


1 30mg/kg 


26 ±3" 



Mean±SD *p<0.05, **p<0.01 oo Dunnett's /-test. 



m.1 2 





mg/^SdOOg) 


m'^nm (shaiO 

mmm i sng/kg 
mmm i aong/kg 


104±22 
8±1 
52 ±8" 
97 ±14" 



Mean±SD *p<0.05, **p<0.01 on Dunnett's /-test. 

mmm 3] mMmm (orx) ^pyh-vomiimo^mmmmi^m 
8 mmm s d ^ -y h \zmmmmm^m ltz, m'^ssBJ:*) *5e§g{b 
immmeo. somg/kg) ^5%i^:/>rF)U7,)v-!t^^i^]^^m 
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mi3 





mg/<*:MlO0g 


ORX 9tRB^(Vehicle) 

SlJfifideO 30mg/kg 


103 ± 12 
10 ± 1** 
21 ± 2- 



Mean ± SO **p<0.01 on dunnett's t-test(i's Vehicle) 



'^p<0.01 on unpaired f-testCvs Sham) 

mmm e o (D^t-^m s b ^ ci t j; o ic:*f l 

[tt»0y4] itmiism (orx) ^-^z hT<z)fi55iJ!SoasJijnf^ffi:fej; 

ik^t»vt Kot^X h7.7^p> (DHT. lOmg/kg) :feJ;IJ?2tw^ 
l^ib^i^ (^i£i»J6 0. 6 0mg/kg) ^b%-J^J-)V7.)V^^i^\i 

^n^^mmt:-m^wmm.mz^y). mmsm^mm. (ai okatt. 

DCS-6 0 0) IfSa^U, 2^^m^'^<^#5Baf*ilJPf^fflS:WfifiLfc. 
i^H^S 1 4 {c^To 
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mi4 





mg/ft^filOOg 


mg/cm^ 


ORX $tI(gfi;4(Vehicle) 
DHT lOmg/kg 
SStfS^eO 60mg/kg 


104 ± 18 
9 ± 2** 
150 dt 14- 
56 ± 13- 


132 d: 5 
124 ± 5** 

131 ± 7 

132 ± 7* 



Mean±SD ^p<0.05, ^p<0.01 on dunnett's ^-i:est(l/^s Vehicle) 
**p<0.01 on unpaired f-test{vs Sham) 

i^skm 5 ] »m*Km^ y hT^coy^T. h7.7-u>m^tifiiLmmmmmz 

5^a> (£4TTPtVi-5) lmg/kg*3j;tK2|s^ig{b-&%30mg/kg*l^ 
I^IC 1 0 1 iHl 1 2js^Bm^i^tt0.5%;pt5^JHi;UP 

-7.mm\zmmh, TPit5%:r^rj^}],:s:'^t5mmm\zmmv, 

^15 





nng/<*S:i00g 


mmm 19 

HKS^J 40 


15.7 ± 18 

80.4 ± 13.7 

60.5 ± 10.7* 
58.2 ± 17.7** 
55.9 ± 6.3** 



MeaniSD *p<0.05. **p<0.01 on Dunnett's t-test 



m:mm9. i9> Aoo^it-^mtTPiDipm^^Mizmmv^ mnrz 
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KDit-B^ 2mg 

4 8mg 
3 0mg 

l^^-tJVa—X 1 5mg 

pt5^;Hr;i/D— X 3mg 
;^-7^TU>'^-7^:?i>'«:;A 2mg 
±&. 1 0 0 m g 

TIHOM^^tC Lfe*«o T, 1 fg»fe 0 W^^^i- 2 m g ^^WTS 1 0 

l^liiS^J 1 2mg 

3 8mg 

5i«S 5 0mg 

ife^-feJl/O— ;^ 8mg 
7.7^T'J >^-7y^^>":7A 2mg 
^1: 1 0 0 m g 
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1. ^ : 




R*R» i^^. R**3j;ytR''«^n^*nffi3iLT7K^0^. ^^Sc 1 ~ 
TU-;PS, ^5!l»:2~ 5 ©|g|»]KT i^5gSc2~ 

2, O, SSfc«NR« (iC^i. Rni3!65iLTHtfs5R^<hPIi;iicei5£^ 
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-0-, -OCO-, -osoj-, -S-. -SCO-. 

-so-, -SO2-, -NR»-, -NR'CO-, -NR'SOa-, - 
NR'CONH-, -NR^CSNH-, -NR»COO-*feH-NR» 

COCO- (^tf. Rn3:7KmiM^^, ^^igci ~ 9 

-JPS R"H^3^l&i~9 07;i^^;i/S. jg^^i* 1 - 9 <ot;p 

n^v'ft, ADy>M^. ~hoS, TU-;i/S, NR"R" (i^tf, 

R"*5cttXR"(i^n-?-'nsfe3iLTMi2R*<hiiii;jii*^s-ro ) , ts 

->T/S, x;u:7T^'f;PS. ^^Sci~4®i&i»Bi;^;w:7T^-i';i/a, 

xh^->s^^-rc ) ^m-r. ) Sr^u, r'(17K^ii^^. j^^i&i~ 

9©T;1/=^^;US, b^^^3~7CDv5'DT;WUS, ^3^igc7~9<D7 

t;u=^jws. ADy>iif^, si^'>uju*, *fc«R"»TeM^fnTVi 

TfcJ;ViTU-;i'S (^4'. R"«^S:UTBlIIBR'°<h|lIi;jt*^^ 
T. ) ^m-To fc/fL, Z75tmiS^rc»^^{3a);5(>R3«/\Dy>M^^& 

3. mj^(Dmm^immm.(Dy'hy\i\^a^y u >^##:s/c«^(d 
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